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Supplemental to the RCE and Amendment filed January 1 0, 2008, attached is a 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Patent Application of 

IMASSFELDERetal. Atly. Ref.: 3665-133 

Serial No. 1<V62Q,085 Group: 1643 

Filed: January 5, 2005 Examiner Gu»s<»w 

For ySE OF PTHRP ANTAGONISTS FOR TREATING RENAL 

CELL CARGINOiWA 

♦ ••**•*••«* 

Commissioner for Patents 
P.O. Bqx14€0 
Alexandria, VA 22313-1450 

Sir 

RULE m PlgCM^RATIQN 
I, Thieny ly/IASSFELDER, do herelsy declare and say asfoiiows: 
1, 1 am aware of the above-Identified appHcatton, and am fully informed of the 
Invention claimed therein. I am inventor of the subject matter claimed in the above. 

3. I am cun^ntly a Researcher (tenure) in INSERM (French Institute of Health 
and Medical Research), Team leader "search of new therapeutic and pronostic options 
for human Iddney cancer, Renal Phannacology and Physiopathology Laboratory 
INSERM Unit 727. University Louis Pasteur, 11, rue Humann, Bit 4, leritage, 67085 
Strasbourg Cedex. I hold an Extensive Research Degree ("D.E.A" in Frendi) in 
Phannacology and PhannacochemisiTy, Molecular and Cellular Phanmaoology option, 
from Louis Pasteur University (ULP), Strasbourg, FRANCE, earned in 1991; obtained 
with disHncOon (mention "Wen"), allowing entry into the rankingsfor financial support by 
the Frendrt Government (Allocation de Recherche du MENRT), I further hold a PhD in 
Molecular and Cellulsw Pharmacology, ULP. Strasbourg, FRANCE, earned In 1994; 
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10/520,085 

Rude 132 DECLARATION 

obtained with the highest possilale distinction (merrtion "tr§s honorable avec 
miicjtations"), sparingly attributed by the ULP of Strasbourg, i earned a University 
Dipioma: "Scientific manager in animal experime^tation'^ In 2001 , ULP (mention "assez 

bisn"), 

4. I believe the above-identified application demonstrates, such asin Figures 4, 
6 and 8, that an anti-PTHrP antibody directed against the intennedlate or C-tenminai 
regions of PTHrP. in particular antl-PTHrP (34-53) antibody and anti-PTHrP (107-139) 
antibody, decrease the proliferation of tumor ceils. 

6. To fiirther demonstrate this effect i have produced, or had produced under 
my direction and oontii^i, two ^rther distinct monodonal anti-PTHrP (34-53) anybodies, 
called PTH1 H413 and PTH2 E1131 which demonstrated the important In vivo antl- 
tumoral effect of these antibodies. The following figure is a graph showing the 
percentage of tumoral volume in comparison mVn the vcMume of day 1 (day 1 is 100%) 
for two controls (PBS or non relevant antibody (AC ctl) of the same antibody isotype 
than PTH1 and2 and directed against Stra8, a protein expressed in male gonades and 
testis) (two upper curves) and the two anti-PTHrP (34-53) antibodies (two lower curves) 
administrated at 40 HQ^Ice each day. Mice weight is from 30-34 g. The tumoral volume 
has been measured every 3 and 4 days. Accordingly, measures 1 and 2 correspond to 
the Tuesday and the Friday of the first week, respectively and measures 3 and 4 
con^spond to the Tuesday and the Friday of the second weeic, and so on. Accordingly, 
the experiment lasts about 5 weeks. Antitumoral activity of these two antibodies has 
also been demonstrated in vitro on human nsnal cancer ceils 786-0 and Cai«-1. 
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Efnae 78i^Q Ac FTHl VTBZ 
(volnme exprime en % p/r Jl) 




6. The following descrtbes the Tumor Model used in the Investigation reported 
above. Seven-wesK-old male Swiss nu/hu nude mloe (Hfa-Gredo, SL Qennain sur 
rArtsresle, France) were given s.c. injecMons of 10 millions 786-0 cells into the akin of 
the back. Mice weight Is from 30-34 g. Tumor size was measured using calipers. Two 
weeks after injection, mice bearing tumors were separated each fn four groups (6-8 
mioa each). Mice bearing tumors were injeded i.p. dally with 40 pg off one of the two 
distinct monoclonal antl-PTHrP(34-63) antibodies (called PTH1 H413 and PTH2 
Eli 31), with PBS orvinth the non relevant anfibody. Tumor size was measured using 
calipers every 3-4 days. P<0.05 PTH1 an 2 vs. Ac Ctl and PBS. 
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7. I believe the above results further demonstrate the utility of administrating an 
antl-PTHrP antibody directed against an intsnnediate region of PTHrP to treat kidney 
cancer. 



I hereby declare that ait statements made herein of my own knowledge are true 
and that alt statements made on Information and belief are believed to be tnje; and 
further that these statements were made with the knowledge that wiilfui false 
statements and the like so made are punishable by fine or Imprisonment, or both, under 
Section 1001 of Title 18 of the United Slates Code and that such wllifUl false 
statements may Jeopardize the validity of the application or any patent issued thereon. 



Signed this . 



//^^ day of f^&^^^^ .mm. 



|6iignsiture)i 
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